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w im m 

[oooi] v#y—J*<Dft&K&m&V>>m t: &A£ti, y#y-A<D$stfi^3oon 

[0002] y^y-A{i x mm2nm<Dmm'bfa'?h { o. y#y— j*to&<ojkm\z&tb&toft 

£V > — IScJB^y^y — A (SUV) , #:lOOnmm^<^^:#V w ticmVtfy— J* (LUV) 

#«sy^y-^ (mlv) mn* (DMU^xm^m^y—j^mM^^xYfU 
[0003] y^y-Ate£tt&3feo£#^M 

— ^^(DDS)— (DJ^ffl^ng$^xv^ 0 j£^^*3V^T^, y#y— -k^®£r 

7Ky^i/^y^-/vr^^i-sr^^j;9^rt^^^Sbfcy^y-^cDW 
[0004] y^?y-A(DDDs— <Dmm4k&3=>x.z>Wr&iM, ftmzm A-tz>7kmvkWM<Dv 

tfy—Mk®}^ (y ^y— A^07k^»«<7)itAs££v >5 e r#f a^j £fe^1- 

[0005] i§5V ^Am^nZlrmblsXte. iy^^-(D^^^J^B^^l,ti^m ( 

<Dm&Wt&%1k1-Z>^bXwiiter in 2*<W/0) ^/Wi^a^^^^ (l#C?Ufc) 
o ^.<D^^/Wj3^7i<.^{Z.^-f-^.tXv/ater in oil in water (W/O/W) 3^ 

y#y-A£r^1-;5o ^^jfe^^^v^y:/, hVT*^. 7^f;v^>vD, 
T^tV— ^>hv->-^^50-80%^V^^V>*tA^-ey^y— -Mfc-TS^^T^ 
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[0006] LfrVte&b* ^^7^^^ft^$*i^i5**^4felSSrW/0/Wfe^^o-C, y 
[0007] W/0/WjSfeKU3V^"Cffiffl-C**JBKi:UT, _hffi#fF:«it;:te, l^>^> 

[0008] Kimbte. i/y-fe7^K<D— ®-Cfc5hy^-W^SryjKy— AWt^Mi:LTfflV\ 

[0009] y^y— ASrDDs^ffl-rs^^v^xtt, y#y— A©i|^a^Bfmj:;fc#&JB£ 

zf$?xizsv-s(x<r>i$T&mvr:&*) (##fp^cm3) , v^y—^mmm^mam^ 

A^S^-bTMi^^OPJBtt^JtlfeLfc^ (##fF:£ifcfc4) -e«^^200nra 
m-rZ>W%\Z.&\ v^te, Janife (#4#fF:«5) ?frfbtf 

[ooio] r<DJ:5^. y#y-A£DDSSa£/B-rS3Ma3\ ^^fflil^Wtlig^yF 

[0011] U3&»b3&dS^*SiW'CB:> y^y— A(D^r^300nm^T^^^bn— 

#Sflfcifcl:#Steim4224179#W*n» 
#j^f^;£itlU:Biochim Biophys Acta, 646,1 (1981) 
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#WF:£iSfc2:Biochim Biophys Acta, 728,339 (1983) 
^#fF^C^3:Proc.Natl.Acac.Sci.USA 95 (1998) 4607-4612 
##tfcfciifc4: Inter J.Fharm. 190 (1999)49-56 

##fF^:i)t5:J.Pharm.Pharmacol 42(1990)821-826, Inter.J.Pharm. 86 
(1992)239-246 

[ooi2] ^noM^ vtfy— j*<Dfo&iz&m&voM&%tA&ti. v#y—j*<Dm&tf 
[ooi3] *mmmb&. m^^mM^m^^^m.M^mvtc^. m<^<^t\c 

[0014] -r^^.^PJfi^T^MO-Cfe^o 

uty#y-^ 0 
y— a, 

(4)7K^^b^<^rt^^$+A^^7o%wJi-c«±fsi^c{i2^fa^oy^ 
y— a„ 

a^iEi&oytfy— ^ 0 

(7) i&m i &m%ft. TK^ttiS^^b^-efes JiiEid^4<DVN-f tvd^jiis^oyTK 
y— .a, 
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te6^fE^<£>y#y— a 
a 

iB*&0>y#y— a 

(13)y^KSr^Ti"5±IBl*^llOV^i'^*MJ:|B«6©y*?y— a, 

^{*i3^iE«^yjKy— a 
^(Dy^y— a. 

iEi2ivifBS^>y^y— a, 
<£>y7Ky— a. 

(18) ^yr/^i^^y=«— ^sjKy^^ix^y=3— ^t?fe5±fai6*fcf*i7tciE 
s<^y^y-A 

(19) y^K^it^/*fc^^^i«^^y^y-^^$p^ffi^^^^ 
v >s ±ie i 2^e> i 8 (^iB^oy #y — a 

(20) JifBi*^i9(^v^^^ciE^<Dy^y-A^wi-s^^m^o 

(21) ±iei^^i9ov ^tt/W-BEi&tfjyjtfy— Jxfrgft-fzffiv&m &&xfi/&tz 
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[0015] ±.m<D£?iz})tfy— J*<D1&f$.mmtL,X'J>m;(Dh})? l J±*— /I'&tiaZ.ZZ.blzXoX 

[0016] agogm. mmmm*mwLm(*tf^7%£&)xmmistc. m^mrnxv^y 
zmomtLrX^-To B-Mm-iu^y—^nm. mMnhv^r^^mnm^mm 

[g|3]|g|3te, ^^W^^Ab/cyjKy— J»bM%&<D&fo&Z7v—y-4h*h})—fc 

xmi^tcW^^irmxh^o 03^, i{iy^y--t.^»b^v^j3S^^7t# 

(Di/yh^i-o 2/!>>ib5te, flgKil.O mg/mK 0.5 mg/mU 0.25 mg/mU 

0. 125 mg/ml^^^^#y >^y-^^^JiS^KiSUT#ib^c^3fe4(0^y h^i~ 0 
A : ^3fe^fC£it AbfcTAT^-g-y #y— J*bthBWffllfot(D%iffc®i&W\feVtc%£ 
M^-To B : TAT^^U-CV ^ftVom*M AUty A^WflffllSJ: 

[El4]|l|4fi^y 0 7^>'^ATAT^'^PEGy#y— A (A) ^u^y^^itA 

PEGy^y— a (■) oth^iNaJiS^^strLffiii^Sr^'ria-efcSo flitttt*^ 

s yv^tKn=t/V^-y>"^-by^A, U^yu^-^^^ ^yo^o^lK/^tfDfci;®^ 
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—;v*£<DW&M. 9 sxf 3 7Ts* «^7f^, ^zfy^. ttWzfyJ-^, 
tcDNAM, TV^-fe^RNA*fcf*RNAi(RNA interference) f^ffl^-TSRNAi®^ 

[0018] ^mm^n^mmtvx^ ^v^mm^i^i^jv^^vm^-r^ 

[0019] *&w\z.&rtz>?i^Mt^xte, ■gyt&m^tkM&Ttmtfmif bth. Mc&maz 
zxmmmM, co mtDM^&m&m. ^-ut°vj»mm>&. u^*^?^^ 

2 

[0020] nx^ im^^w^m. m. esix *£g^ is**:^ ^m&tfr^tbm 

[0021] ;£3£PJ3t£:fcit5^tl/tte, Vtfy—J*<D¥-i%m&300i^MT&mifbth. 
[0022] $<bi^ ^pj^*5tt^y^y— A<klytJ3\ 3j&@^l /i m£Jl_boy^y— A^5%^ 

[0023] *rcf*. ^^350nmi^±(Dy7Ky— A^20%^_h^AU^V ^(O, *fc^350 
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[0024] ^^250nm^±<Dy^y-A^iO%J^±MAb^V^<^, #i>0*L< 

[0025] y^y— J>%L&<Dmj£&£LX^ M*.t£. SlW3feSfcfLfe* s #»f btbS (Liposome 
Technology, 2nd Edition Vol.1 Chapter 15 p254-269 (1993); CRC Press, Edited by 
Gregory Gregoriadis ) „ 

[0026] ytfy— A©«ts^ft<^- -es>3*HNi* ^^y^y-^©SA^]Eftt 

y^fe&(Biochimica et Biophysica Acta, 601(1980)559-571), ftj@€^Igt&&$i£ 
(Liposome Technology, 2nd Edition Vol.2 Chapter 14 p250-252 (1993); CRC Press, 
Edited by Gregory Gregoriadis) ttfeW^TMBM^, (Thin solid films 273 (1996) 
297-303) \Z.£Qftm-rZ>Z.bi>*ffr-&lAt\ 

[0027] j&m iz%itfz>})7$y~j>><DKmbL-xfe, M%.&. 'b&z—ticmvtfy—j* (suv 
) , mgvtfy— & (luv) „ ^fcte^mey #y-A (mlv) ^wbtu 

#f £L< teSUV*fcf2LUV^ Jf fetbSo 
[0028] ^IgK^Jt^hy^y-fen— ^fcL/ttt, r-y#y°ti^(Tricaproin) , r-y^yyy^t 
Tricaprylin) , hy#^y^(Tricaprin) , hy^y^^^Trimyristin) , hV^<A<f->( 
Tripalmitin), hyyyW^(Trilinolein). WtWy (Triolein) ^mifbMf)K #f*L 
<f*hy^"W^ (Triolein) bttSo hV^V±^— /V(DmMmtVXi^ %&MWCO 

1— 15mol%tfS^tf hfl, £F£L< 12 2— 7mol%-e&»9 , ££>(^P£LXf*3— 6mol%T?*> 

[0029] *fc, #3§0J {C*31t5y^y— A^&L#5Jjg@£LTfci\ tf* ^^7^77 

^Aayv, ^7^77^^^^ ^^7^77fv ? ;v^y-^T^y, ^ 

/Hry^, 7^77f^/^H/K 7*X-77^>^<£>V^BW, ^y-o^ 
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(DPPCh i/^y^h^^^T^/^y^CDMPC), ^^rTn^/V^^-^T 

=f-*s)v^ys (dspc) ^tzmy^^^y^yr^^)) > (dopc) 

£>itxm^btiz>z.bh&z>o tt, v^mnb^* j r*-/i'&m.&&£>itxm^z> 

[0030] *mwK&v%vtfy-^?>ftWi:iTfetvx^ *mw<D s wasst/^**^ 
h<Dx~&ti&. \,^t£z&&<DftMjjm*m^xh&\<^K 0*b<«^/^3^ 

b^ife(W/0/Wfe)S:fflv^^i:*s-e#5o * W/O/WSfefciJfcVvCtt* 

o ^cDM-^^^fUbi-^irwater in oil (W/O) 31-^/^3 ^?^^U(l^?Ut:) . 
(C^(75W/0^-^/V'v ? 3>' : S:7K ; 1 : Blv:^'t'-^"Cwater in oil in water (W/O/W) 

[0031] *fc, ^^/^-^/vv ? 3^f^»iby^y--^b-r?)SiJ(D*'^tbT(*. «s*i?ufcifc 

(j.Colloid Interface Sci., 94, 362 (1983)) ifimtf bt&o ZKD^ llWIUb&(ttn 
BS59-1 93901) ^.t^^tbyty^^/^s^^y^y— A«rfERL"OkftV» 
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[0032] C^T\ 2^m%^<D^Zf^^^a>^h])^y— J»&f¥%i:1rZ>m&&ffllzmf 

[0033] 2^pgfUbo^v^-^/^v ? 3^ i by^y— J*&jfe9&t%ifrette&^xi&. tf, 
[0034] — ^c?L^lJ:fflv^«^^bTtt7K^ilfPUtv>, */cfi. JlfpUlJ:<v^«jS 

2 

[0035] -^fUb^TKffi^y^y— ^{-*l-A-t-^#^K^^i-^o ^TKffi^riy^gfee 

[0036] #MBSPift«fc**BS:»^ > t"5RKit4, *tB»^r^^SS1 : BJ:«9^^v^Cl^^^^-e 
fc5o «F*b<tt*»»jffil^^b-CO. Ol^d^O. 9#E*T^ .M0*L<H:O. 01 

[0037] ztib<DM&m&%4k^w/0^/i^a>'&i¥M:1rZ ) (— afcf Ub) . f Wbtt 

m^^^h^zfn— zfm&z\<^&i8m&m^zzk&X'%z>o &ttmm.% 
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[0038] —mUklZ£ynbtlZW/0^/lsi/3^(DV4s<bVXn^ $f£L<telOnma>e> 

[0039] ntfc, -mukiz&\, >-cfi, f ukttMm*y#y-j*&ftm^?%mm<vmfc& 
u&xm^umxn^^t^m^.v^\ mx.wj>mwtL-xvppc^m^^m^ 

te42X:Sl±Xftte?Z. \ 
[0040] IkiZ., ^b^cW/O^^/^a^S^b^^^^^TK^^^P^-^^io 

[0041] m-^TK+stb-ctt, M^K^fc«^»^srfflv^^^^-e#^ o wmm.K\-z&m\^ 
ftMm&£Tf/iztcteKi®7km^teL<xh£^\ ^M-hy?^ 

-So 

[0042] #bn^^yv^^/v^3>-^$^^^L^^^.^^^i^*i-^-^T*y^ 
y-A^^i-^o 

[0043] y^Vv^-v/l^/aV^^U ^^^f^T/^V^<Dj;5^ 

or i^xma^^-e^So ^<D£?\zvxmbfttz.y#y—^mtt<Di&, &z> 
\,^mmmmm^^mm\^mm^xm^^^t^x^ 0 

[0044] ^0J^joV^7K^tt^«^rt^^^A^i:b-r«, 60%£l±x&ZZ.b&m 
ifhfl, »*L<«70%iBX±, J;«904L<«75%a±. ftt>^L<{i80%^±T- 
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[0045] {-*5v vera, ytfzsh^Tkmtiterj&Mftttvtfy— j&tmz&&& 

[oo46] x&mwjtrwtixttL. *~yvhmfoiztcte*—^yhftttm&i-zh<Dtfm 
ifbti. mm, *v=?m. &mtez<atm* #«#tft\ mm&m 

[0047] aft, fcfch\^xn&wm&(Dtfy?K--r^ j vifc, ^^/^--r^^ tb- 
^mmM^mnm^^mm^mm^xh^xh^mifhth. ^matmm 

[0049] *&WK&tt%fom&&&^ft*k.VX\Z, WTfr*Uls?V=i—/^ tfy&gfc, 

s 0 m:% ^yxfi/y^n- /nsr/a wallet*, #^*/^2, 000-7, oooy 

[0050] *»tt^i«^f4, y#y— AortWfeit^/^^tt^SPov^-rtbtc^bT 

v votive 0*u<{*yxKy— A(D^$^Jo^^c:^LTv^5#^•^^^fp ? ^^s 0 
[0051] y^y— ^y#^R£^-r5i^te, ^fc*>5v^^«#3g£;h^v\&»£S;fr8s 
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[0052] tfiRkf, y#y— A&jgj-fcUSSIIBSteL-C, -rW^KI^^W^©tlE 

afctn-rsi^^it), y^f^K<$^yaKy— A«rf^i4-r5^t!65-e#5o y#y— A&afcfc 

V\&s. ^^FIi:ft-;H, *^>W^KS£T^yS, T^y^r->S*fcH:fcK 

[0053] mmt$tiz>h<D-e\&& ^mm^m^mmtx^x £ -rw^w^n^ 
H#^s^$^^^waf-y^>K^y^y-A^M-r^^^^-t?t^o 

[0055] ytfzsvtmw-oyWi&te, ^m^^y^^^Rst^^-^m^mA-r^ 

[0056] giJ©^Jfe^|gi:U-C, ^feicy^KSr^$*fcy^K^J3§®Sr^U - 

tv»<^y^y— ASr^U55JI§«SrffiV^y^y-ASr^-rsri:-e. y^Kfe 

^-y^y-i.^isi-rs^'&^^tfbtbSo 
[0057] $e>i-s«j©^i!B^uT. vtfy—&kVjrs\?<Dmte7m±&&fttt&iteis&z 

^m^mif^tV5o^^!^m^(D0'hPEG^m^^m^n,FEBS letter 41 
3(1997)177—180, Biochemistry36(1997)66— 75, Biochimica Et Biophysica 
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Acta 1513(2001)207-216, m^Wf^0903152^mmWm^^M^^^^ 

[0058] «§gm-:i3vv-a3:, vtf^\?&m$kxv#y-J±\z.i&&vxh£k<. VtffV&XTffc 

m&&)$MftT&nx&v#y—^Kfti&Lxi>$k< , &sv ^^m^^m^ 
[0059] ^r-u^^K^j;u«//^c«7K^^i«^T-^y^y-A^^$^^^ 

JllS#tt#^PI^$tt^^>-e^V ^ 0*b<^^#l#I^O9O3152-^-PJ*fB*^ 

[0060] y^y-AK7K^^^5>T-^^^^r^^^i!bT«, 7km&&!$mft^ 

m^^XVtfy— J*&i¥M1rZ>jjm(FEBS letters 268(1990)235-237). &5VM2_L 

fc*^tt^i«^^y^y-^i:^$^^^^^(f^^o 
[oo6i] mx-fttfy^^yv^— si'&mizmifxm.W'rzb, mwwm-mm<^mm526 

5h^^^r^^/^^y-/^T5^#i-^y^y-^i:^i-5^^T^a(-p 
EG^y^y-^^f^Mi-^^^T'#6o 
[0062] ^0j-e#btvfcy^y-^^. mmmmm y £mm5267oo^rwmm 

mmm 

[0063] WT> ^Jfi^^S^t^KSr^W^Wi-S^. #3&Wf«r<E>|&©&j®*.fc 
[0064] IMI 

^p|t^7T^^= i y^(EPC) fci^^ra-/Hi, S ^JfiMtJ^A^Lfc 
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o hV^T^y (Triolein) 3oJ;T/5 {<o)-fj;V^^jV^-U^>{5{Q) 
-Carboxyfluorescein) teiy^^tbtt^ALfco 
[0065] W/O emulsion<Df^ ( 1 & f lit) 

EPC 59.7 mg(81.4jLtmolK 3^70- /W5.75 mg(40.7 m mol) *3j;tfMJ:a-WV 
4.1 ax molfci^nn^^fcfcflHft, **«i«Tfc^bttjWW!BK»^*W«Eb 

[0066] f|»|UdlgfC$fc@'»«\ ^Bnt^WtV (1:1, V/V)^lmL{C^bfc 0 - 
©J|gSCiS»cfc5 (6)- 

Carboxy fluorescein(CF)^^(PBS^^Lfc8mM CF200iz L^70%v-^ci— 
*33 /z LSriD^fefc© : S^n— *<£>jj&^10%) 233 /* UrS&OllUt, ^£55^ 
©»?reia*fc#e>, Jfc^^'fif— Wboy; KINEMATICA GmbH, PCU1, Ser 
nr 5239)£/HWC, ffl;fc5^20#|ia^#?Ufc&frfcofco ^n-/Sy=-}r- 
(Branson Sonifier 450)£J^-CPower= 1; cycle= 50 %X~30'fr?$M : g-$.m$i-$-% 

[0067] W/O/Wemubion<0fl54(2&?Mfc) 

^mnt^v^m^m^^^— x&mm&mM v>wt, 0.13 

M NaCU 10%'>g*f^9R(pH7. 4))5rAtvT55 c C^^, «H*UiI#fe, — 2fe 
fUbf-^/^lO^^^^t-C^TL/Co W/O emukionas#«te<D* K^ffimfcfcr. 
£T\ ^m^l5mL/mintr^>#oit^^^^^-e^|Ei-ar^^J;<9. &&£ri$ 
*bfc 0 ^^/KD^KS* s iiiabfc^t?, $ib{-100mmH g 3re^J£U 

l^<7>bv — ^srisfe^ufe £/&bfcytf y-Aif-^/zw*. 15 mL^^y^ntv^o 
[0068] j^A^^m 

SDS/PBSi«£50 (i UjPx., 55*C"T?2^AD?a«, ^*S!y-^— -C30#>|Ki<Dj@ 

WS^Sfc-iaiiWigUfco «<j£'frUS3fc£3l£«>fc3K 2% sds/pbss^oomUhi 

15,000rpmT*20^r^^'^b"C. ±fj*<&492irni<DK3fe&£8!l5£Ufc 0 rtf>iii:3:CF<£>4& 
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mm^mmv^cmm (call]) ^iwLfc. 
[oo69] &mACFmmmmi§mw&m v ^xwmi^tio -r&fr^ PBs-eiin^muty 

J^y— A^^300 ix L&Xt'^-JJ^J* (Ultrafree(g^jgj^l)-0.5 Biomax-100, VMT 
#)KAthX, O^C, 5000 rvmXm^'T^tKX'O, mft-M$lWi&)200 (i L%frffiL,ti 
o nbfttcMi&WtlOO n UZ.4% SDS/PBS&100 n LMk., ££>^2% SDS/PBS&800 n L 

y#?y— A^$tA$tt^^o/cCF*([Pass]) ^WbfCo 
[0070] itA4K%)tt([ALL]-[PASS])xl00/[ALL] T^ttjbfeo 

[0071] Ibiftftim&^S^S'J^ 

y/}fy-^^^PBS-e#^b, «Jlft3fcmSL?£:(Photal ELS-800 ±Wm^-) IZ-XQ 

[0072] ±&<d £5 fchy*^i/&*&mirz ) mn&m v vc, yyv^^^^a^^i-^^ 

^^J;^y#y-A^^$^fc^, y#y-A<z>iijtfjftm&{-£3¥^^tei 

81nm-e&<^ *J-A^{*69%-efcofc 0 

[0073] 

DPPC/ / 'Chol/ / MC-DPPE( ; e/Htl8:10:0.5)^^^5BW^^^lPL -Ml ( 0 
#?SJ§g*±)75mg(ii§ygSCl22.1 m moU DPPC:77.2Ai mol,Chol:42.9ju 
mol,MC-DPPE:2.1 n mol) awfo- /V(D10mo\%\^^-f-^)4.2 /x moKDhV^ 

[0074] ^Oi^, y/Ky— A(D^i^*5f#{il74nm -efc<9CF<D£tA^te73%-efcofc 0 

[0075] £^m^m^^£5mf£&m^c 0 3n^^#y5/^^y7Ky-A^3|sf 

m&mzmm^miom.ft&zmxTkft&MLstio sm^^tc^ mm 
mm^-mum,(BiLH-9oooNA, iookv \ttm%&3)xmMvKLb^z>, m\<DA\z. 
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[0076] Mffi 

[0077] ^(D^^ y^y— A(D5pi^^t#«239nm T*&9CF<D^A5£te55%-e&ofco $ 
[0078] ^^[13 

75mg(^gKl22.1 J umoK DPPC:77.2/z mol,Chol:42.9 /* mol) OPL-Ml^, raV'* 

[0079] ^(D^W:. n&fel78. 5nm T*&9CF<Di*tAW65%<D!J#y— ^mhtltio 
[0080] 3gflK#il4 

75mg(^|ff 122.1 n moK DPPC:77.2m mol,Chol:42.9ju mol) (OPL-Ml^, 
■rn— yKZ)10mol%^^i~-54.3 ,u molcDhy^y^WTricaprint^^i) Sr^PL 

[0081] ^tf^JH:, ^#f*169. 7 nm X*h*)CF(DMA^65%(DVtfy—J*fimbtlf£o 
[0082] «*0H5 

75 mg(*£U§gS022.1 » mol, DPPC:77.2/z mol,Chol:42.9 ju mol) <£>PL-M1^ ^1/^ 
/KD10mol%(vl+B^-r^4.3 m mol<DMJ^U^^(Trimyristin: isf^ft.) £^#P 

[0083] ^<E>^jjI:, $E#tel70. 5 nm XmC¥<D^[XW60%(D^y— J^tmbfllt* 
[0084] 1116 

75 mg GMS122. 1 m moK DPPC:77.2m mol,Chol:42.9ju mol) <DPL-M1{£, 3^ 
7D- /KDlOmoMMEfB Si"S4.3 m mol<Dhy^/W^:/(Tripalmitin: f^-v%t) £S$ 
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[0085] *fc&t*170. 5 nm -Cfe«9CFO^A^^65%oy^y— ^mhfltc^ 

[0086] ^mM7 

75 mg(^g®122.1 m mol, DPPC:77.2^ mol,Chol:42.9/x mol)«)PL-Ml^hy^ 
<4ls&mWa&<Omol%bLrX0. 1.8, 3.6, 7.0, 14.0 (al^^n— /MC*h!"Sinol%fc 

u-ctto, 5.o, io.o, 20.0, 4o.o) a^-u mmm2tmmKvxcFmAv^y-^i^ 

[0087] ^©te**02(^to CF©»A*ttby*W>'Oafcta*^IW!BK01.8inol%(3 
VTc?*— /V<D5mol%m^£>|n]±U M«03.6mol%(=iW^ti— /KOlOmott 

) @^-e70%?ri@^i$^9h— l-^bfco ^y-^©ettiLtt)Eif© 

1.8mol%/{)^14mol%^-e200nm*^|"efcofc 0 
[0088] r^M^i^, *tA*^«tt^@©^* i feby*W^*^|j|ffi^a©3.6mol%*^ 

7.Omol%dS^^#i-SO^a0"CfeSi:#x.fettfc o 
[0089] gjfeMS 

ytfy— AsBriUfifltfcL/C* DPPC/3Wn- Av/MC-DPPE/MJ:*Wv(l. 8 
: 1:0. 05:0. 1 ^/Wfc)^<b#5JJ§Smi^530, 45, 60, 75, 90, 105 mgSrfflV^ 
^Jlir^^bTCFMAy^y-^S:^^ ^<Djg^, CF©£rA*ttJ§B©ft 

©JtAn-Ctt^A^^iiiP^^tt^S^^fcofco J3g«*75mg^±-ettitA^ 

itA^«<£<,J!i®*75mg-e<^*J-A^^55%T'feofc„ 
[0090] ^<OtS*J:9^ /^-eOj3gM^^^*f*75mg^igbTV^^«b^P^^^ 

[0091] mmms 

75 mg(*8tflBSCl22.6 /imol, DPPC:78.8 n mol,Chol:43.8M moO^PL-MlM, 
^t3~/KD10mol%{ei+g^i-64.3 /i molOMJ^-W^^Pb/cJ3B®a'^^i?rfflv^ 
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, ^Ai"5*IM£^^^7K*«(1.5 mg/ml/CPBSfci&fl?) izmSUtSM 

HPLCfe(L-Column, THF:AcCN:H20 = 2:1:2 0.1% TFA, 215 nm, 1 mL/min) KXV 

[oo92] %mm34 nm -efe«9>-^^v(Di*A^^7o%^y^y-A^#e> 

[0093] ^mmio 

75 mg(^aWl22.1 m moU DPPC:77.2 n mol,Chol:42.9ju mol) <DPL-M1{£. 

/VO10mol%(dt@^-r^4.3 yu moKDMJ^-W^^PbfcJ3§^^^>^fflV \ 
3^A-r52K^$t£T7tV— ^>hV>-7K^(100 mg/mL-ePBSt^«?) fc&JJUt 

j^^«^i£^jii:[^^^b-cy7Ky-A^^b. vtfy~j*<Dm&£mfevk.o mm 
mitmm^x, 7V—<DT9vv~xi/b^bvtfy—j*zfttftc 0 

[0094] ^hv^^*^ i^^/l^SDS^RT^bU^ 270 run^^tS® 

[0095] -fc©*^ ^#^170 nm-eitA^^80%(^y^y— ^^#^tvfCo 
[0096] gj&Mll 

75 mg(iM®122.1/zmoU DPPC:77.2m mol,Chol:42.9/LZ mol) (DPL-M1^. ^1/7 
T^n— /V(D10mol%^^g^i-§4.3/imolOhy^-W>'^^Pbfc^K^ i ^^^fflV^, 
*f Ai-57K^Sr^— f^Yy^Wm (100mg/mLT*PBS^^ % Pharmaciaft 

) \c^i,tz^itmmmitmm^L-x])^y—^^mu ^y—^n^m 

mistio ^bfcy^y— i^f-^^^PBST^f&^L. 4t\ 15, 000 rpnre— R# 

[0097] ^^f, ^#f*232 nnrC\ 3§tA^te72.3%£>y*tfy— J*tmbtlti 0 
[0098] ^jfe#ill2 
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1.5 g(j»IW2442MmoK DPPC:1544 *imol, Chol:858 m mol, MODPPE 40 » 
mol)(DPL-Ml^ x nl/^ro- /K^10mol%{CffiS-t"'586 m molOMJjfrWl'Sr^S&D 

^^•fe^^(Calcein)^^(PBSt^^^bfclO mM Calcein 4000 ju L^70%iX^n 
— *666/i L^P^.fct>0: v-^a— ^(D^-^10%)4666ml?r^Pbfc o ^tt^r55 

ofco ^tc^iEfUba mmmt^±mmmm ysnm-isoo-ooos, ^mm^mm 
[0099] -nkmtmmi mL-r o^-y-^y^u ^jsm^i^-LTy^y-A^faM 

WC, )&#mi7.3 nnu 118.8 nnu 121.7 nmX\ #tA^^82%, 72.9%, 74.3%£>y 

[oioo] mmmi3 

EPC 4.0mmol^^l/^n— ^.Ommol^iT^hy^W^O^mmol^^tin^^^^ 

[0101] mW-JzM'M.&myo*, ^PO*;W^t^ V/V)^50mL^^^Lfc o 
i^gS^^^»Jli:III«^bT^bfc^3^^WbfcCF^^ 11.7ml£r 

[0102] ^<D-§i5^fflvN, mmmitmm^muktezxfytfy—Mk&ftte^tc* 

[0103] #bnfcy^y-^O^^«J^^m^{-J:0PJ^b^r^>161. 3nnrefcofc 
[0104] ^^114 

^ffi^Jl2-e^Lfcy7Ky— AO10.2 /zmoKg&JUff*. ^W^K*^U-C^178.2 
nmol) t;iT$/^IE^JGRKKRRQRRRPPQCa^&6^W (WTTAT^yW^fE 
<£-r5)ll.l nmo\ZMx.X-mB:fctS1tti'&, -fe^rn-^CL4B(^^)^7A( 
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§rDMEM/F12i^«6T#^b(Jii®^i:bT0.125, 0.25, 0.5, 1.0 mg/ml) , tbM^S 

- (FCM) &£&&1&&&ftmffl&^mi&tM&l>1to FCMfi|«f tt*SrB3I^H- 
o TAT^^bTV^jiV^y— AttJttJft^SJSLJfcd^ofcdS^ TAT&fg^Uty #y 

[0105] «i0ill5 

CF^m^LT8. 6mg/ml©«>VjliLfi|T^5^S^ll. 7ml(y^^^^n 
-A(D-§B^SDS«^«){^bCBB-e^#,Lrt 0 ii^^fcii^TVK/^S: 

[0106] -t^sem* y^y— ^o^A^f*69%-efeofc„ 
[0107] mmmiG 

DPPC 1.58mmoU =1/^.^0-/^878 a* mol43j;t^hy^- 88 /* mol£r^KIL 
7cJJgSf}l'g-^§:30 mLO^nn*;WV^tVl : l^^^bfc 
#/V-/^i/;*^/lHr/V-o>— ;*(ICN Biomedicals Inc^ Low viscosity) (12. 5mg/ml<D 
PBS*gf&) 6inl\ZZ/Xy7^>60mE&ffiMlVXMM\J&teL>fc o ZJDisxTJT'W* 
/l^drv^y^vVir A-o— ^.^^4mHC70% v-a^n— ;*666 m L^nXL^JS^irbTc: 

^ji^l^iKca^fUb^.tT^y^y-^b^fTo/co 

[0108] nbtitcvtfy— j*<Dmm&W}ftftnft>mz£ym7£uzkz.%i63.8 
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[0109] mmmi7 

DPPC 58mg, 3Wfn- /Pl^mg&J^rWW^. 9 ju Lf£S*Y y^ntVV^ 

■CaftftdS?), mfefiajl^PIfiUC^'ii—^Siy^^—^— (Branson Sonifier 450)£ffl 
VN-CPower= 1; cycle= 50 %^20&m&&&mtt+^k^lV&L4k&ftti:'3iZo 

^X£a!l£Uh„ 

[0110] *r<D*£m, £fA^}371%, y^y— A^Xf*156nml?fcofCo 

[oni] gjjfflis. 

mL^itP^^^O^mL) ^^S^^ttHi6^17fcl^#^b-C»JaKy— ^Srf^ 

[0112] £fA«77%, U/Ky— i=s^X^239nm-efco/c 0 

[0113] gjfe fflia 

2i: m#ij:u"r^/i^fe>r^»Ay #y— -^Srf^ssibyto 

[0114] #<b*Wty#?y— J^#/Vir^/itATO70 0 /<K ^Xf*175nm-C*>o 

/Co 

[0115] 3gli(ft0il2O 



^^^(^y^^:T^y°7 R )^(20mg/mL:9mM y>^,0.13M N 

aci, io%hw>u—*jgi8(pH7. 4))£JBv\ i«jE&>ffc3£ef-5|Hliii-;L£Wra: 
Hig0yi2^iD#^L-ci^c?ul:^ : fT^oyc„ #^fcw/o^,i^ 3 ^iomL£r56 

mLWyy^iffitOmM IJVgfc. 0.13M Nad, 10%bWM3- **g$c(pH7. 4) 
[0116] mbtltz.Vtfy—J*<D*y77^>MAmm7%. lMXtel36nnrC 
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[0117] mmm2i 

K^TTV/^st^rf- i?A'^*/—A'T$>&1g&Ull4\&to (DSPE-050MA) & 
0 ^jfcflBd^A^Ufco DSPE-050MAioJ:tJ ? ^/VOTAT(|lig^)14^fB^)?r. 1 
mM EDTA^^bfclOOmMy^i^fff&CpHe.O) ■t , "CS/Sbfc 0 RJtM^TLC 
^-K'SPIt^nn*/^:^/^ 3:1, 3^^^.) . -vWSKSUITATj&S 
*g£-Ut g (TAT-PEG-DSPE) 7^{£^*ft t^J&LTV ^££?fefgUi 0 

fom (Cys-PEG-DSPE) £rf£$SiLfco 

[0118] mmmotmm^xftmvtty^^nAvtfy—M^ tat-peg-dspe 

feSV^^*Cys-PEG-DSPE^^Pb(^Ji§M^O. 05mol%) , 60^C-eiO#HO<Z>;&P!f&£r 
^^i-^^-/yS^«PEG(^#|#f^mJS^P^B526700-^ig»JS^fB^ 
/M^^^>-^%t)^^tAb^7AT^MUT^^^VitATAT^PEGy^ 

y— Afcsv N^^^^^^fAPEGy^y— A^#f^ 0 
[0119] j^y^y-A^^-r^fet®5»^^thji$^» (hlc-1) 

*m^XtmUi.o HLC-l£96 ^^/^U—U^mUU 5%^i^iL?f^#^( 
DMEM/F-12)-C— 0ig*UU£, #y#y— ASr0.635At M. 1.25 juM, 2.5 a* M % 5 
M M, 10 u. M, 20 ju M©^7fygS (EI4M0 tt£%£? KS^PUio 10^ 

^^yA^i&£i&*u ^y^^^m^^^mmx^b^ 0 p^^m 

[0120] ^eo^m, ^^^^-y-itATAT^^PEGyTKy-A^, ^:/^>$tAPEGytf 
y-j^K^xx^m^mMnmm^^irz.t^mbMcfj:<>ti 0 

[0121] 3gffiflil22 

^/^^v-^^y-^^r^hyyCCMD-D^, £|Ip r d) (10 mg/ml£>PBS}g*£) 5 ml 
^^7°7^y50 mg^^PLTM&Ugtfi? L/c 0 r^^^^W^^^^^ 
/^X d r^h7^?g4ml^70%v'^^n~^666M L?r*PX.^J^^^Ufc<, Z-<DMM 
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^$^h®*&?&(DPPC 1.58 mmoU ^Wtp- ^878 nmoU M^Wl" 88 n 
mol£30 mL<^nn*/WV^f-1f-^l : immz.t&ffl {C^JDL^HlfUfcSrtTofc^ 
, ^ife^20£P$lt;iy#y-Jvfb£^ofc 0 
[0122] *rtf>*&m. nbtl1t)Jtfy— A©V^9^-^A*tt87.9%, lMXte:l52.4 nm 

[0123] ^^'123 

1.19 gCOEPC, 0.31g(D=iW^t2— /^<tt/72 m LOhy^-W^^. i^xf/Ux- 
^/VlSmljoit^^cia^/P^-n^VlSmL^P^Co ^(DJigff^^^JUlSiS^ 
<DDNA^rit£ (Calf Thymas DNA % R&D systemsf±) (Tris-EDTA (pH 7.4)&*g#?Ui 
1.0 mg/mL DNA7K^^4mL(^70%^^d— L^*P^., S^a^n— *©J&aSl 

s^io%^bfct(D) ^»bfco mux^my^— ^m^m<m^-^m 

198.2nm-C&ofco 

[0124] ^bco^mJ: , 9> hy^w^£^i-5y#y--Ms, hy^w^Sr^u^y*? 

[0125] ^itufi. *Mfeton*i)tfy— ^<Dp%m^mAu v^y—^nm^o 
onmurx^v^y—^mm-r^t^x^o 

[0126] ft*S, B^Wffttim #m2003-400986^£M$fc4#3£3ftb-Ctt}i§g£ 
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y#y— A, 
y#y— A 

y#y— a, 

/ci^a-cr^5»*^fBH5^^7(Dv^-r^^-fa^y^y-^o 
*fc«6{ciE^oyjKy— a 

[ii] hy^y^n— /v^^y^w^-efc^ff^^^lSi^^ioov^T^^ctB^oy^y 
—a. 

[12] y^K43J:t^/*fcfi7K^14^i^^^-rSit^^f5ISld^l ltf>v>-f;h^ 

^lE^y^y-^o 
[i3] y tf>h*&m~rz>m$i<Dmm ifab 1 1 ^-rfta^iaftoy #y— a, 
[i4] ii^/w- yyh*Biia*yttt^«- ^vh^^^-r6t><DT*^ft^o^iai2^ 

fc«i3iciBm^y^y— a 0 
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«W>y#y— A 

i 2 fc!E«w>y *Ky — a, 
7K^^K^d^^yT/^^^y3-/^fes^^fSiai2*fc^i6^ia 

#<z>y:#y— a 
tau^y^y— a 

y^^K^i^/*fc«^^tt^i^^^y^y-^^^*ifi(D^^^bT 

v^f»3^©«5BB1236^18^|E*©y#y— A, 



WO 2005/053643 1/3 PCT/JP2004/017694 



[mi] 

A 




WO 2005/053643 



2/3 



PCT/JP2004/017694 



[02] 

A 



80 

75 
70 
65 
60 

55 f 
50 

45 
40 



G 10 
TO I molK) 



15 



B 



£ 

K 
V 

I 

> 



300 
250 i 
200 
1 50 
I00 
50 
0 



6 10 



15 



WO 2005/053643 



3/3 



PCT/JP2004/017694 



[03] 

A 



TAT => 0 



vA 



10 v 



■iY: 

-at 

FL1 



10* 



! : 1 



TAT = 0,0625 



ft 



to 1 - 1 



10' 



[04] 



fL.--H 



A 



100.0 ^ " 



is 

S 5D.0 



o.o — ™ — — - 

0 5 10 15 20 

**^7^>;£K CuM) 



25 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/017694 



A. CLASSIFICATION OF SUBJECT MATTER o-./m*a 

Int. CI 7 A61K9/127, 47/14, 47/32, 47/34, 47/42, 31/282, 31/7068, 
31/717, 31/737, 33/24, 49/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) .^^r* 
Int. CI 7 A61K9/127, 47/14, 47/32, 47/34, 47/42, 31/282, 31/7068, 
31/717, 31/737, 33/24, 49/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 
1-21 



JP 55-13260 A (Arthur D. Little, Inci), 
30 January, 1980 (30.01.80), 

All references; particularly, Claims 1, 2, 6, 
7, 9/ page 7, upper left column, line 9 to 
page 8, lower left column, line 14; example 13; 
Fig. 3 

Sc GB 2018712 A & DE 2915028 A 

& FR 2422396 A 

JP 55-153713 A (Kureha Chemical Industry Co., 
Ltd.) , 

29 November, 1980 (29.11.80), 

All references; particularly, Claims 1, 3, 

4, 6; page 3, upper left column, line 17 to 

lower left column, line 13; example 1 

Sc DE 3016976 A & GB 2050287 A 

& FR 2455458 A 



1-21 



| X | Further documents are listed in the continuation of Box C. 



I See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 

to be of particular relevance 
"E" earlier application or patent but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
"O" document referring to an oral disclosure, use, exhibition or other means 
"P" document published prior to the international filing date but later than the 
priority date claimed 



T later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

"& M document member of the same patent rami ly 



Date of the actual completion of the international search 
31 January, 2005 (31,01.05) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No 



Date of mailing of the international search report 

15 February, 2005 (15.02.05) 



Authorized officer 



Telephone No. 



Form PCT/IS A/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/017694 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



JP 11-199488 A (Sankyo Co., Ltd.)/ 
27 July, 1999 (27.07.99) , 
Par. No. [0004] 
(Family: none) 

WO 2000/06114 Al (Mitsubishi Chemical Corp.), 

19 October, 2000 (19.10.00), 

Claims 1, 2, 3, 5; page 3, lines 11 to 13; 

page 7, lines 4 to 13; page 8, line 9 to 

page 9, line 14; page 10, lines 8 to 28 

& JP 2000-610447 X 

WO 2000/054807 Al (Mitsubishi Chemical Corp.), 
21 September, 2000 (21.09-00), 

Claims 1, 5 to 15; page 6, line 17 to page 7, 
line 3; page 9, line 18 to page 10, line 7 
& EP 1170018 Al & JP 2000-604879 X 

JP 54-41279 A (Battelle Memorial Institute), 
02 April, 1979 (02.04.79), 
All references 

& US 4224179 A & GB 2001929 A 

& DE 2834307 A 



Relevant to claim No. 



1-21 



5-21 



5-21 



1-21 



Form PrrTARAmn (continuation of second sheeO fJanuarv 2004^ 



mmm&& .PCT/JP2004/017694 



a. %m<w&-tz>ftm<o&m (mm®fr&m (ipo ) 

Int. CI' A61K9/127, 47/14, 47/32, 47/34, 47/42, 31/28 2, 3 1/7 0 
6 8, 3 1/71 7, 3 1/73 7, 33/24, 4 9/00 



J3>ES:tfo/t*/h»5W (HRSWF^K (I PC) > 

Int. C 1 7 A6 1K9/1 2 7, 47/14, 47/3 2, 4 7/34, 4 7/4 2, 3 1/28 2, 3 1/7 0 
6 8, 3 1/7 1 7, 3 1/7 3 7, 33/24, 49/00 



%m&~?&M ^"<— * (t*—*"*— fgfid^ffl LfciSM) 



JP 55-13260 A (T — "tf — • -!)^' 4 V=a — #1^—7-5' 
K) 1980.01.30 

tfefcSt W»H*©«ffll, 2, 6, 7, 9, M.7H^Ji 

& GB 2018712 A & DE 2915028 A & FR 2422396 A 

JP 55-153713 (^^^^Ittt^lt) 1980. 11. 29 

4«mBI*©ttffll, 3, 4, 6 X f 3lfe±Sf 1 
7 ff ~2feT«$& 13^T, H»J 1 ttZ 
& DE 3016976 A & GB 2050287 A & FR 2455458 A 



1-21 



1-21 



t>co 

rpj BBftttiKBDInv a>off$te*©£«©3Bmifc*ttiBl 



CD3$?<9 }C B I flit" 5 1> <0 
<fc o xm»VE»tt V * 1 3%7L btb 6 t> CD 

r&j ^-/<f>"h7r5y-: 



SBR1H3E&&T L*:B 



31. 01. 2005 



15. 2. 2005 



B#H#fF/r (I SA/J P) 

§£<S#4|- 100-8915 • 
**» s fftHEIR#BBH7:B 4#3-5§- 



4 P 



3 3 3 7 



03-3581-1101 



34 9 2 



Ii!CPCT/ISA/2 1.0 (Sg2-<-^) (2 0 0 4^1 Jl) 



m&mm&^ pct/j P2 004/0 1 7 6 94 



JP 11-199488 A 1999. 07. 27 

[0004] ft if 

WO 2000/06114 Al (H£te*£tfc*£*fc) 2000. 10. 19 

KB4*T~Sgl 3fT, f 8If9ft~f9lf 1 4 fx, mi OH 
8fr~f 2 8^i^f 
& JP 2000-610447 X 

WO 2000/054807 Al 2000. 09. 21 

WWtm>k<Dl&mi s 5-15, 1 7ff~m7M&3tr. W, 

9HH1 8^T~$gl 0nW7ftte¥ 
& EP. 1170018 Al & JP 2000-604879 X 

JP 54-41279 A {/VTAs ' * * ]) T?\> • /fy^f^fa h) • 1979. 0 
4.02 

& US 4224179 A & GB 2001929 A & DE 2834307 A 



1-21 



5-21 



5-21 



1-21 



i^PCT/lSA/2 10 (»2^-b©»*) (2004^1^) 



